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. Tne MAILING DATE of this communicat.on app ear on the cover sheet with the c'orresponoence aoo , Baa - 

'"TsHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 

. if No'period for reply is specified above, the uwonn ^J^^^^l^L ,o become ABANDONED (35 US.C. § 133). 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 



1)121 
3)D 



Responsive to communication(s) filed on 13 December1999 . 
This action is FINAL. 2b)Q This action is non-final. 

Since this application is in condition for allowance <«*g*^^ ^53 a Em* " 
closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 u.u. 



Disposition of Claims 

4) E 1 ciaim(s) 1 » ' « 7 -" '« « and 21 ' 28 is/are pending ln th6 a PP licatlon - 
4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) 8 Claim(s) 1 « ' <* « ^ 27-28 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be he.d in abeyance. See 37 CFR 1 .85(a). 

1 1 ) D The proposed drawing correction filed on is: .)□ approved b)D disapproved by the Exam.ner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C.§§ 119 and 120 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)0 All b)D Some*c)D None of: 

1 □ Certified copies of the priority documents have been received. 

2 □ Certified copies of the priority documents have been received in Application No. . 

3D Copies of the certified copies of the priority documents have been received in this National Stage 

aDDlication from the International Bureau (PCT Rule 17.2(a)). 
•Seethe attached SailedOff.ee action for a list of the certified cop.es not received. 

a) □ The translation of the foreign language provisional application has been rece^ 
15)B Acknowledgment is made of a claim for domestic pnonty under 35 U.S.C. §§ 120 and/or . 

Attachments paper ^ . 

1) Q Notice of References Cited (PTO-892) 5) □ Notice of Informal Patent Application (PTO-1 52) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948 » LJ 

3) B information Disclosure Statement(s) (PTO-1449) Paper No(s) 8 . 6)U Other. 
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DETAILED ACTION 

1. Amendment and response filed 12-13-99 is acknowledged. 

2. Claims 3,6,17, and 20 have been cancelled. 

3. Regarding, amendment to claims it is noted that the amended claims have a 
broader scope than the originally presented claims. 

4. Amended claims 1, 2, 4, 5, 7-11,13-16, 18, 19, and 21-26 and Newly 
submitted claim 27-28 directed to an invention that is independent or distinct from 
the invention originally claimed for the following reasons: claims 1, 2, 4, 5, 7- 
11,13-16, 18, 19, and 21-26 have been amended to recite a transgenic organism 
which encompasses any and all organisms, such as animals and plants. In fact, 
claim 12 has been amended to recite a transgenic plant, which are patentably 
distinct from the originally claimed invention of transgenic non-human animal. 
Since applicant has received an action on the merits for the originally presented 
invention, this invention has been constructively elected by original presentation for 
prosecution on the merits. Therefore, claims 1, 2, 4, 5, 7-11,13-16, 18, 19, and 
21-28 encompass non-elected invention. Accordingly, claims 1, 2, 4, 5, 7-11,13- 
16, 18, 19, and 21-28, would be examined for a transgenic animal, the originally 
presented invention. Additionally, claim 12 is withdrawn from consideration as 
being directed to a non-elected invention. See 37 CFR 1.142(b) and MPEP § 
821.03. 

5. This application contains claim 12 drawn to a nonelected invention in view of 
the amendment filed 12-13-00. A complete reply to the final rejection must include 
cancelation of nonelected claims or other appropriate action (37 CFR 1.144) See 
MPEP § 821.01. 

Information Disclosure Statement 

6. The information disclosure statement filed 12-13-99 fails to comply with 37 
CFR 1.97(c) because it lacks a statement as specified in 37 CFR 1.97(e). It has 
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been placed in the application file, but the information referred to therein has not 
been considered. 

7. The information disclosure statement filed 12-13-99 fails to comply with 37 
CFR 1.98(a)(2), which requires a legible copy of each U.S. and foreign patent; each 
publication or that portion which caused it to be listed; and all other information or 
that portion which caused it to be listed. It has been placed in the application file, 
but the information referred to therein has not been considered. 

Claim Objections 

8. Claims 1, 2, 4, 5, 7-11,13-16, 18, 19, and 21-28 are objected to because of 
the following informalities: It is noted that these claims encompass non-elected 
invention, i.e. transgenic organisms. Applicants are required to modify the claim 
language to reflect the elected invention. 

Claim Rejections - 35 USC §112 

9. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention and iof 
the manner and process of making and using it, in such full, clear concise, 
and Txart terms as to enable any person skilled in the art to which ,t pertains 
or wfth whSTt is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his 
invention. 

10. Claims 1-11 and 13-26 and new claims 27-28 are rejected under 35 
U.S.C. 112, first paragraph, because the specification, while being enabling for a 
transgenic mouse, whose genome comprises: a first transgene comprising a 
transcriptional regulatory element functional in cells of the mouse operatively linked 
to a polynucleotide sequence encoding a fusion protein that inhibits transcription ,n 
eukaryotic cells wherein the fusion protein comprises a tet repressor or mutated tet 
repressor that binds to a tet operator in the absence or presence of tetracycline or 
tetracaine analog and that is operatively linked to a heterologous polypept.de 
which inhibits transcription in eukaryotic cells and a second transgene compns.ng a 
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gene of interest operatively linked to at least one tet operator sequence, wherein 
said gene of interest confers a detectable and functional phenotype on the mouse 
when expressed in cells of the mouse, wherein the level of expression of the tet- 
operator linked gene of interest can be upregulated by administering tetracychne or 
tetracycline analogue to the mouse and a method for modulating transcription of 
the second transgene in the transgenic animal by administering tetracycline or 
tetracycline analog to the animal, does not reasonably provide enablement for any 
other embodiment, for reasons of record set forth in the previous office act.on of 7- 
8-99 The specification does not enable any person skilled in the art to which .t 
pertains, or with which it is most nearly connected, to make and use the invent.on 
commensurate in scope with these claims. 

Response to Arguments 

Applicant's arguments filed 12-13-99 have been fully considered but they are 
not persuasive. With regard to "a Tet repressor or mutated Tet repressor", it ,s 
noted that applicants' arguments are moot in view of the inclusion of "a Tet 
repressor or mutated Tet repressor" in the enabled scope of the claimed invent.on. 
With regard to "a any and all transcriptional silencer domains", applicants 
arguments are persuasive and the rejection is withdrawn. 

With regard to making of any and all transgenic non-human animals, 
applicants' arguments are not persuasive for reasons of record set forth in the 
previous office action of 7-8-99. It is noted that applicants point to lines 29-31 on 
page 13, for support for design of expression vectors, however indicated section of 
the specification is just a statement and doe s not provide any quidance as to jiow 
^ ^ a vprtor ^ ™.»H Hp used for prodj^ tmnsg^nir row shee p, goat or 
pin Next applicants have argued that the arts of Mullins, Hammer et al, and 
Seidel in place of supporting unpredictability, rather support that different species 
of transgenic animals can be produced. For example, applicants argue that Hammer 
et al teaches successful expression of a transgene in two different spec.es. 
H^wjy^r J _a^pJlc^nls_jc)nnrr i the point that rat and micemno^shc^^ 
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^nnty pp using th» ^ transgene a n d thi s is the unprP dirrahilit y issue that 
«m» transaene ™t produce same phenotype in two different species. 
Ap P ..r a nt. have not .HHrP^d this issue. Additionally, it is emphasized that the 
issue is not whether one has produced transgenic non-human animals of different 
species, rather the issue is: following the directions of the specification and the 
prior art, could an artisan have been able to produce instantly claimed transgenic 
non-human animals that expressed claimed transgene and produced the same 
phenotype or what phenotype in the animals and the the answer is: due to the 
unpredictability of the steps and factors of making a transgenic non-human an.mal, 
such as, gestation time, litter size, number of fertilized eggs required for m.cro 
injection, low efficiency of gene integration, method of introduction of transgenes, 
construction of a suitable vector, variation in expression levels, between different 
cell lines and species, host genetic background, the site of chromosomal insertion 
and absence of specific transcription factors a, an artisan would have had to carry 
out extensive experimentation to make the claimed transgneic non-human an.mals 
and such experimentation would have been undue. It is noted that the applicants 
have not addressed as to how an artisan of skill would have addressed these art 
recognized problems of producing a transgenic non-human animal that express a 
certain transgene, rather, applicants have cited articles (Hammer et al, Pursel et 
al Rexroad et al, and Ebert et al) which report production of transgenic rabbits, 
pite, sheep or goats. It is noted that none of these articles teach as to how an 
artisan of skill would have addressed the issues raised in the office action. 

Applicants arguments regarding the efficacy of the tetracycline controlled 
gene expressing in different eukaryotic cells is persuasive. 

In summary, applicants arguments are not sufficient to address all the 
enablement issues raised in the previous office action and therefore, the scope of 
the enablement rejection is maintained as discussed above. 



— — Page 6 

Application/Control Number: 09/241,347 

Art Unit: 1632 

Double Patenting 

U The nonstatutory double patenting "t^^Z££^g%£>* 
doctrine grounded in public policy (a V«S* by 

the unjustified or improper t™^" ^^^Mp^sslgnees^ See In re 
a patent and to prevent P°«'" e J)^™ [ 9 c, 3) - m re Longi, 759 

GWAnM. U F.3d 1046 2 1 USPQZd 2010 (Fed. Or. 1993), ^ ? ^ 

F.2d 887, 225 USPQ 645 Fed. Or. 1985), in re 

USPQ 761 (CCPA 1982); In re Vogel f2 « 8 ' 16 uspQ ^ 644 (CCPA 196 9). 
(CCPA 1970);and, In re Thormgton, 418 F.zo "e, io 

A timely filed terminal disclaimer in 

"^fen^ryT Stt^™^ - -ord may sign 
a terminal disclaimer. A terminal disclaimer signed by the assignee must fully 
comply with 37 CFR 3.73(b). 

12 . Claims 1-11 and 13-28 are rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable " ^s 

Patent No. 5, 866,755 (2-2-1999), for reasons of record set forth ,n the prev.ous 
office action of 7-8-99. 

Response to Arguments 

re the expi. of the patent 5,866,755, applicants have not d.scusse h 
second ground for the rejection - to prevent possible harassment ^ mutop* 
assignees. According, the rejection is maintained and a 
compliance with 37 CFR 1.3218 would be required to overcome the double 
patenting ground. See 37 CFR 1.130(b). 
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13. No claim is allowed. 

14. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of 
time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to exp.re 
THREE MONTHS from the mailing date of this action. In the event a first reply .s 
filed within TWO MONTHS of the mailing date of this final action and the adv.sory 
action is not mai.ed unti. after the end of the THREE-MONTH shortened statutory 
period, then the shortened statutory period will expire on the date the advisory 
action is mailed, and any extension fee pursuant to 37 CFR 1.136(a) will be 
calculated from the mailing date of the advisory action. In no event, however w.ll 
the statutory period for reply expire later than SIX MONTHS from the mailing date 

of this final action. . 

Applicants are advised to submit a clean version of each amended claim 
(without underlining and bracketing) according to 5 1.121(c) and a copy of all the 
pending/under consideration claims. For instructions, Applicants are referred to 

hn p.//www.us r'-"' 1"" / ""' h/offl '''" ;Wrn, r "' 0lia/aipa/lr " :leX ' ht ' 1 :1, 

Any inquiry concerning this communication or earlier communications from 

the examiner should be directed to Ram R. Shukia whose telephone number ,s 
(703) 305-1677. The examiner can normally be reached on Monday through Fndav 
from 7:30 am to 4:00 p.m. If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Karen Hauda, can be reached on (703) 
305-6608. The fax phone number for this Group is (703) 308-4242. Any lnqu.ry of 
a general nature, formal matters or relating to the status of this application or 
proceeding should be directed to the Kay Pinkney whose telephone number ,s (703) 
305-3553. O^s 

Ram R. Shukia, Ph.D. 



